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Association of miRNA-146a polymorphism with hepatocellular cacinoma risk: a meta-
analysis
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[Abstract] Objective:To assess the association between miRNA-146a rs2910164 polymorphism and HCC risk by a meta-analysis.
Methods: A systematical search of studies was conducted in papers published in PubMed , Embase ,Web of Science, China National
Knowledge Infrastructure (CNKI) and Chinese Biomedical Literature Database (CBM) databases before January 30, 2017. Odds ratios
(OR) and 95% confidence interval{95% CI) were used to evaluate the association between miRNA-146a polymorphism and HCC risk.
Results:A total of 18 case-control studies involving 5 657 cases and 6 680 healthy controls were included in this meta-analysis, in
which no association was found between miRNA-146a 152910164 polymorphism and HCC risk in any genetic models(C versus G:0R=
0.96, 95% CI=0.88~1.06;GC versus GG:0R=0.98,95% CI1=0.88~1.09;CC versus GG:0R=0.90,95% CI1=0.74~1.09;GC/CC versus
GG:0R=0.95,95%Cl1=0.82~1.10;CC versus GC/GG:0R=0.95,95%CI1=0.84~1.07). Conclusion: No sufficient evidence supports the
association between miRNA-146a 1s2910164 polymorphism with hepatocellular cacinoma risk. The conclusion should be verified in
large-scale and well-designed studies in the future.
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Figure 1 Flow chart of study selection
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Table 1 Characteristics of eligible studies

BAEE AR P il SERHTOTE RBORI EBIREAR (n)  XEFEAR(n)  NOS P4 PHT
Zhang? 2016 ERNES BN PCR-RFLP HB 175 302 6 0.92
Li® 2015 [ E RN PCR-RFLP HB 184 184 6 0.59
Li 2015 GRS EVUN PCR-RFLP HB 266 266 7 0.13
Yan” 2015 LRES ERLUN PCR-RFLP HB 274 328 6 0.14
Chu® 2014 ERNES LN PCR-RFLP HB 188 337 7 0.48
Cong® 2014 GRS BN PCR-RFLP HB 206 217 6 0.93
Kou!" 2014 ERNE LN PCR-RFLP HB 271 532 6 <0.001
Qi 2014 i B HRM HB 314 407 8 1.47
Zhou 2014 ERES ERLUN PCR-RFLP HB 266 281 7 0.02
Shan 2013 i HA PCR-RFLP HB 172 185 8 0.03
Zhang!™! 2013 GRES LN MassARRAY PB 997 998 7 0.99
Hao" 2012 ERNE LN PCR-RFLP HB 235 281 7 0.02
Kim!"! 2012 i [ B PCR-RFLP PB 159 201 6 0.42
Xiang!"¥ 2012 GRES P PCR-RFLP HB 100 100 6 0.80
Zhou!"" 2012 ERNES CiRiUN PCR-RFLP HB 186 483 8 0.16
Akkiz"™ 2011 T HI HAA PCR-RFLP HB 222 222 9 0.68
kAR 2011 LR LN PIAR-PCR HB 963 852 7 0.35
Xul! 2008 GRES B PCR-RFLP HB 479 504 6 0.29
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case Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 85% Cl M-H, Fixed, 95% CI
Akliz 2011 220 a2 570 966 46% 1.01 [0.79,1.26] I
Chu 2014 2499 532 348 562 5.2% 0.78[0.62,1.00] e
Cong 2014 1580 3580 409 604 4.9% 047 [0.43 0.74] -
Hao 2012 1165 1994 1209 1996 17.8% 0.91[0.81,1.04] -
Kim 2012 1083 1850 992 1680 152% 0.99[087,1.13] T
Kou 2014 333 248 415 G656 5.2% 0.90[0.71,1.14] -T
Li, ¥H 2015 a57 958 643 1008 9.3% 0.79[0.66, 0.95] -
Li,D 2014 1m 200 112 200 2.0% 0.80[054 119 I
Qi 2014 226 344 227 o 2T% 1.21[0.89, 1.64] I
Shan 2013 163 628 62 812 16% 1.24[0.99, 1.57] I
Wiang 2012 14949 368 174 368 2.9% 1.24 [0.93, 1.66] I
¥u 2008 144 A32 119 h32 31% 1.29[097 1.70] I
Yan 2018 345 942 G695 1064 5.7% 1.09[0.88,1.39] T
Zhang 2011 202 38 241 402 2.49% 1.05[0.77,1.42)] T
Zhang 2013 273 452 348 a62 4.3% 0.94[0.73,1.21] -T
Zhang 2016 273 412 318 436 3T% 0.73[0.54 0.98] -
Zhou 2014 250 7B 428 B74  3E% 1.14 [0.87,1.49] T
Zhou 2012 45 444 a4 444 25% 1.08[0.78,1.50] T
Total {95% CI) 11220 13336 100.0%  0.96 [0.91,1.01] f
Total events 6423 7874 )
i - - — | . ' 0 I | | |
Heterogeneity: Chif= 45,34, df= 17 (P=0.000 2); I"=63% '0.01 DH 1'0 1E|E|.

Test for overall effect 2= 1.65 (P=0.10)

Favours [experimental] Favours [control]

2 miRNA-146a rs2910164 EFR SEMEEFESEEZBHXRZNHFRE (Cvs. G)

Figure 2 Forest plot on the association between miRNA-146a rs2910164 polymorphism and HCC risk under the allele
contrast (C vs. G)
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Table 2 Meta-analysis results of miRNA-146a rs2910164 polymorphism and HCC risk
Cus. G GC vs. GG CC vs. GG CC+GC vs. GG CC vs. GC+GG
il
ORO5%CI) Pl F%) ORO5%Cl) Plii F(%) ORO5%CL) Pfii (%) ORO5%CI) P F%) OROS%CL Pl P(%)
Bik(n=18) 0.96(0.88~1.06) <0.001 63 0.98(0.88~1.09) 0.28 15 0.90(0.74~1.09)0.001 58 0.95(0.82~1.10) 0.02 46 0.95(0.84~1.07) 0.01 51
WA (n=17) 0.96(0.87~1.05) <0.001 64 0.97(0.87~1.08) 0.26 16 0.89(0.73~1.01)0.001 60 0.93(0.80~1.09) 0.02 48 0.95(0.84~1.07) 0.01 54
FEARRE=500flm=11) 0.98(0.90~1.07)  0.03 51 0.99(0.88~1.12) 0.44 0 0.93(0.76~1.12) 0.07 42 0.97(0.84~1.12) 020 26 0.98(0.86~1.10) 0.05 46
FEARE<S006(n=7) 0.92(0.73~1.16) <0.001 75 0.96(0.78~1.18) 0.13 39 0.82(0.51~1.34)0.001 73 0.89(0.63~1.27) 0.01 0.88 0.60~1.16 0.02 59
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